Introduction

67
Atrial fibrillation (AF) affects more than three million people a year in the United
68
States, a prevalence that is projected to reach 5.6 -12.1 million by 2050 (26, 47) . 69 Despite such prevalence, the underlying mechanisms of AF are not fully understood. individually to a Grass S88 stimulator via separate PSIU6 constant current isolation units.
154
Bradycardia thresholds for each nerve stimulated were identified using 20 Hz, 500μs pulse 155 width stimuli, as determined by progressive increases in current intensity until 10% 156 bradycardia was evoked. With respect to right-sided VNS, this current was found to be, on min periods (15 Hz; 500μs pulse width) at a current intensity that was 1.2x bradycardia 159 threshold. 
168
Each nerve was stimulated individually using detailed, published techniques (11, 23). The primary objective of this study was to assess the efficacy of pre-emptive VNS to Different SI values were obtained that depended on which neuron was considered 244 reference, thus making the SI a non-symmetric measure. As such, calculation of this SI 245 index required the identification of coincidences of activities among differing neurons when 246 reference and target neurons both generate activity within a time window of selected 247 duration τ. We had previously defined the optimal value for τ with respect to intrinsic cardiac 248 neuronal activities to be 40 ms (44). Given that some coincidences may be random in 249 13 nature, the coincidence count was also estimated in surrogate data obtained by applying a 250 random jitter to the reference spikes in each time window of duration 4τ (1 20% or more); iii) AF prolongation (AF duration increased by at least 20%) and iv) having 270 no effect. Results were considered to be not significant (no effect) when occurring within the 271 20% range. same animal, VNS pre-treatment prevented the tachy-arrhythmias induced by MNS (Fig 2B) 299 even when applied for up to 20 seconds. The hemodynamic response to VNS is 300 summarized in Table 1 Hz; p<0.002), being totally eliminated among afferent LCN populations (Fig 4A) .
328
Effects of contralateral vagus nerve stimulation on right-sided atrial
329 neuronal activity and the potential for neurally induced atrial arrhythmias.
330
In contrast to ipsilateral VNS, left-sided vagus stimulation exerted no significant change in 331 basal IC neuronal activity (Fig 5A) . However, as with right-sided VNS, LCV differentially Meier survival analysis (Fig. 7) . Following right-sided VNS, anti-arrhythmic effects against networks than contralateral preganglionic projections to such ganglia (Fig. 7) . Presumably, 
